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Determination of Related Substances in Donepezil Hydrochloride Preparations by HPLC
ZHAO Zhe, TANG Su-fang, WANG Wei(Tianjin Institute for Drug Control, Tianjin 300070, China)

ABSTRACT OBIJECTIVE: To establish the method for the determination of related substances in Donepezil hydrochloride prepa-
rations. METHODS: HPLC method was adopted. The determination was performed on Thermo Hypersil GOLD C;s with mobile
phase consisted of sodium 1-decansulfonate-acetonitrile-perchloric acid at the flow rate of 1.0 ml/min. The detection wavelength was
set at 271 nm and column temperature was 35 “C. The injection volume was 20 pl. Related substance of 9 batches of Donepezil hy-
drochloride tablets, capsules and dispersible tablets were determined by self-control method. RESULTS: The linear range of donepe-
zil hydrochloride was 0.22-13.40 pg/ml (»=0.999 9) and the limit of related impurity was 0.05%-3.0%. RSD of precision and sta-
bility tests were <0.5% ; total content of impurity were <0.44% (n=2) in 9 batches of samples. CONCLUSIONS: The method
is accurate and simple, and can be used for the determination of related substance in most of Donepezil hydrochloride oral prepara-

tion, and provid support for the perfection and unite on the current, numerous national standards.
KEYWORDS HPLC; Donepezil hydrochloride; Oral preparations; Related substances
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Fig1 HPLC chromatograms of system suitability test
1. impurity a; 2. impurity b; 3. donepezil hydrochloride; 4. impurity ¢
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Fig2 HPLC chromatogram of specificity test
A. sample destroyed by acid; B. sample destroyed by alkali; C. sample
destroyed by oxidation; D. sample destroyed by heat; E. sample de-
stroyed by light; F. excipients; G. sample not be destroyed; 1. donepezil
hydrochloride
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Tab 1 Results of serviceability test(n=3)

FE b 5 SRR MR BRI, % R, %
L 110201 @ 4 0.14 0.30
@) 6 0.16 0.31
® 6 0.08 0.29
Be# 1010016 @ 5 0.11 0.23
©) 5 0.10 0.21
©) 5 0.11 0.23
SYELR 091243 ) 4 0.07 0.20
®) 4 0.07 0.20
6) 4 0.06 0.18
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Tab 2 Results of related substances in samples(n=2)

B i Eiinea TR R, % BRI, %

LA 110201 4 0.14 0.30
110301 2 0.38 0.44
110502 4 0.06 0.15

i 3 1010016 5 0.11 0.23
1103009 5 0.14 0.32
1103010 4 0.13 0.29

YRR 091243 4 0.07 0.20
100922 2 0.11 0.20
1004211 3 0.11 021
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Fig 3 HPLC chromatograms of related substance deter-
mintion in samples
A. common tablet (lot No. 110201) ; B. capsule (lot No. 1010016) ; C.
dispersible tablet (lot No. 091243); 1. donepezil hydrochloride
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